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pene Aco, he'd planned the year, the 
day, the hour of his retirement. 


But now, a year beyond that date, 
his desk is still open . . . the weekday 
trout still in the brook. 


A lot of years are getting away from 
a lot of people . . . because they don't 
have a plan which helps them save 
money regularly. 

But thera are people who are mak- 
ing the most of the years, by invest- 
ment in United States Savings Bonds. 

It's an easy, automatic way of insur- 
ing a financial future, thanks to a 
simple, automatic plan: 


The Payroll Savings Plan, at 
the firm where you are employed. 
You get a bond just as often as 
you like. 

Don't let another year—another mo- 
memi~ *scape you. Sign up today. 


Guitémilic, saving is mune saving — 
US. Sarah Bonde” 
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zine in co-operation with 
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America, The Threat it Consti 
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While Dr. Wolff has placed particu- 
lar emphasis on Latin American 
aspects, his discussion is of general 
application and interest. He has 
made a painstaking review of in 
formation on the abuse of cannabis 
It is a much needed compilation of 
current knowledge in one volume 
The author has done his usual 
erudite, well documented job. The 
stvle is interesting, and the book is 
recommended to readers desiring a 
comprehensive and accurate view 
of this field The bibliography is 
extensive 


—Journal of the 
American Medical 
Association 


$1.50 


This monograph on marihuana, written by an outstanding expert in the field of narcotic 
drugs, is probably the most complete report on this interesting drug. It covers every aspect 
of the significance of marihuana (hashish) as well from the historical, botanical, pharmacological 
and medical as from the economic and forensic viewpoint. Written in a brilliant style, it deserves 
the close attention of all circles concerned with the implications of narcotic drugs 


—The Psychiatric Quarterly 
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Sickle Cell Anemia in Pregnancy 


Hyman E. Canter, B.Sec., M.D., M:Se. (Mep.), F.LC.S 


Anemia in pregnancy is not an uncommon occurrence. [t has been 
estimated that about 25°, of all obstetrical patients will show a moderate 
grade of anemia, especially in the last trimester of pregnancy. This anemia 
is not due to the hydremia which causes dilution of the red blood corpuscles, 
but there is an actual diminution in the amount of hemoglobin and a de 
crease in the number of red blood corpuscles. Many pregnant women will 
show a hemoglobin of less than 12 Gm. and red count of less than 4 million. 
However, the type of anemia we are about to deseribe is an unusual one. 
First, in its comparative rarity, and second, in its predilection for the Negro 
race, 

Sickle cell anemia was first discovered by Dresbah in 1904, but it was 
not until 1910 that Herrick! described this disease and differentiated be 
tween the acute phase, that is the anemic phase, to which the term Sickle 
Cell Anemia was given, and the asymptomatic sickle cell trait in which the 
name Sicklemia was used. In sickle cell anemia there is not only sickling 
of the red blood cells, but there is also evidence of active destruction of the 
cells as shown by increased regeneration, such as reticuloeyvtosis and nue 
leated red cells (normoblasts). Destruction is shown also by increased 
icterus index, bilirubinemia and jaundice. In sicklemia the red cells are 
normal in number but are abnormally shaped, and there is no evidence of 
blood destruction. The ratio of sickle cell anemia to sicklemia is about 1:40. 


Sickle cell anemia is a hemolytic disease found almost exclusively in 
the Negro race, although a few reports have cast some doubt as to whether 
or not it can occur in other races. Killingsworth and Wallace? found one 
case of this disease in a Mexican and Fowler has seen a case in the white 
race. Both sicklemia and sickle cell anemia are transmitted to either sex 
as a dominant Mendelian factor. About 8°; of the Negro race shows the 
sickling trait of the red blood cells. One out of 15 cases according to Win- 
trobe* and Kracket develop true sickle cell anemia. ‘The degree of anemia 
in this disease varies considerably from case to case and from time to time 
in the same patient. During periods of exacerbations, it may be very severe, 
the red cell count falling to a level of 1 million with a proportionate reduc- 
tion in hemoglobin. In addition to the sickle cells, there will be found 
round cells with central and peripheral dark areas separated by a pale 
zone. These “target cells” are frequent in this disease. Nucleated red 
cells, normoblasts, are common and the reticulocytes are increased. Leuk- 
ocytosis is also common, 
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The majority of these patients are very young. The disease manifests 
itself early in life, about the first two decades. Many of them die before 
they reach puberty and those who reach maturity will generally die before 
the age of thirty. They are usually unable to become pregnant. The in- 
fertility may be due to hypoplasia of the genital organs and the severe 
anemia which may suppress ovulation. 

Pregnancy seems to have a very deleterious effect on the mother and 
the fetus. Many of these patients will abort and some of those who do 
carry a longer period will give birth to prematures, macerated fetus or 
stillborns. ‘Toxemia is also more frequent than in the normal pregnant 
Negro woman, as are infections, especially pulmonary and puerperal sepsis. 
Postpartum hemorrhage is not an uncommon occurrence. 

Up to this time, there are only 27 cases of pregnancy with sickle cell 
anemia reported in the medical literature. The first case was reported in 


1924 by Sydenstricker®. In 1931 Yader* reported 2 cases, Lash’ in 1934 
and Richter* in 1935 and Sharp and Schleiter® in 1936 and Killingsworth and 
Wallace? in the same year each reported one case. Lewis'® in 1987; Sodeman 
and Burch" in 1938; and Page and Silton'? in 1939; each reported a case. 
Then in 1949 Kobak" and his associates added six additional cases of their 
own. In 1947 Martinek" reported 2 cases. Karangelo and Otts'’ reported 
six cases making a total of 27. Of this number there were seven maternal 


deaths, a mortality rate of 26°). There were 57 pregnancies among 27 
cases, and of these 18 were’ primiparas and 9 were multigravida. Two- 
thirds of these births were females and one-third males. The infant mor- 
tality was 52°;. There were only three patients with this disease in preg- 
nancy who were past the age of thirty. The oldest patient was a 35-year-old 
multipara reported by Spivak in 1945. The rarity of this disease in preg- 
nancy justifies the reporting of an additional case. 


Case History 


J. W. G., a twenty-year-old negro, gravida I, para O, approximately 
seven months’ pregnant, was admitted to the Montefiore Hospital on May 
24, 1948, because of severe abdominal pain; headaches, pains in the shoulder, 
elbow, knee joints, and stiffness of the neck. She had had occipitofrontal 
headaches at various intervals for the past two months, but they had be- 
come more severe that evening. The pain in the abdomen radiated down 
both legs. There was nausea and some vomiting. 

Past Medical History: Patient had rheumatic fever in 1942; jaundice 
lasting for 8 weeks in 1944; and lobar pneumonia in 1947. 

Menstrual History: She reached puberty at age of 13; periods were 
regular, 28 days of 5 days’ duration; no discomfort at this time; L. M. P. 
was October 3, 1947; E. D. C. July 10, 1948. 


Family History: Negative. 
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Physical Examination: revealed an extremely nervous, apprehensive, 
woman in severe pain. The pain was aggravated even by contact with the 
bed clothes. Mucous membranes were anemic and the sclerae were deeply 
icteric. Temperature was 100° F., blood pressure, 120 systolic, 90 diastolic, 
pulse 110, and respirations 26. The lips were dry and fissured. The heart 
and lungs were normal. There was some tenderness over the spleen and 
liver, but no enlargement of these organs. The kidneys were negative to 
palpation. The uterus was midway between the umbilicus and the ensiform. 
Fetal heart sounds were found in the lower left quadrant, rate 144 per 


minute. ‘The fetal head was above the pelvic brim. There was no edema 


of the legs but a slight edema of both ankles. There were no leg ulcers or 


scars, 


Laboratory Findings: 
Hab R. BL WBC. Poly Lymph 


& Gm 3,000,000 14,950 76 : 
& Gm 2,400,000 15,000) OR", Sickling 55°) Erythroblast 
5 5Gm 1 900,000 17,500 72 ‘ 


Alkaline Phosphatase 7 units Bilirubin 7.5 me 
Icterus Index “ Cholesterol Esters 55°, 
Serum Protein 7AM Cholesterol 143 
Serum Albumin 2.50 Hematocrit en; 
Serum Globulin $.07 Blood Platelets 858,000 


Fragility Test: Beginning 46 
Complete v0 


Markedly increased resistance to hypotonic salt solution 


The urine was practically negative. Her blood Wassermann and Kahn 
were negative and she had an Rh-positive factor. The sedimentation rate 
was 23 mm. in one hour. 

X-ray of the heart and lungs was normal and x-ray of the skull showed 
a moderate amount of endostosis. The sella turcica was normal in size and 
configuration, X-ray of the pelvis and the long bones was normal. The 
electrocardiogram showed left ventricular hypertrophy. 

From the above laboratory findings, a diagnosis of sickle cell anemia 
was made. The patient was given sedation and blood transfusions, 500 ce. 
each day for three days before the operation and 500 cc. after cesarean 
section; a total of 2,000 ce. of blood, also 100,000 units of penicillin daily. 

On 5-29-48 the patient went in labor with very severe uterine tetanic 
contractions. The abdomen was of boardlike rigidity with extreme tender- 
ness to touch. The fetal heart tones were rapid, 164 per minute. Rectal 
examination revealed an unengaged head. The cervix was long and thick 
and showed no evidence of dilatation. During the rectal examination, the 
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membranes ruptured spontaneously. The amniotic fluid was golden vellow 
in appearance. 

It was felt that for the safety of the mother and baby, this patient 
should be delivered by cesarean section. Under local anesthesia, 1°; novo- 
caine infiltration was used, a cesarean section was performed and a living 
female baby was extracted, weighing 5!» pounds. The pain in the patient's 
abdomen and legs disappeared immediately on her return from the operating 
room. Her jaundice cleared completely by the sixth day and she made an 
uneventful recovery. The puerperium was afebrile and both the mother 
and baby were discharged from the hospital in the ninth postoperative 
day. 

Discussion: This patient presents a typical case of an acute abdominal 
crisis in sickle cell anemia. The sudden onset of severe abdominal pain ac- 
companied by nausea and vomiting with a tender abdomen and rigidity 
may simulate an acute abdominal condition. Stasis or sludging of the red 
cells may be present in the capillaries of various organs. The sickle cells 
encounter great difficulty in passing through the capillaries and the vascular 
changes are probably responsible for the many acute but temporary pains 
that occur. The pains in the joints with the elevated temperature may also 
be falsely diagnosed as acute rheumatic fever. Stiffness of the neck, head- 
ache, and vomiting may be mistaken for meningitis. 

The diagnosis of sickle cell anemia depends on examining the blood of 
the patient for signs of sickling. The sickle cells can be demonstrated in a 
hanging drop preparation or by the sealed smear technique. The smears 
will also show reticulocytosis and normablastosis. Smears of the bone 
marrow will show a hyperplasia of the bone marrow with a reduction of fat 
cells, The extent of hyperplasia of the bone marrow, however, depends on 
the severity of the disease. 

Prognosis: Individuals with the sicklemia trait may go through life 
without ever showing the active anemia. It does not prevent conception nor 
does it complicate pregnancy, labor or puerperium. When the active form 
of sickle cell anemia appears in pregnancy, then the prognosis is very poor 
for both mother and baby. Once the anemia develops, it does not com- 
pletely disappear. There is always evidence of blood destruction. Preg- 
nancy has a very unfavorable effect, in that it causes an exacerbation of 
the anemia. 

Treatment: There is no specific treatment for this condition. [ron and 
liver are of no value. During the acute crisis blood and plasma should be 
given in adequate amounts, care being taken not to transfuse the blood from 
a donor showing the sickling trait. During remissions, the patient should be 
kept on a high protein diet with large doses of vitamins, especially A and B. 
This patient was given folic acid with small amounts of thyroid extract. 
The last time she was seen on 2-149 her hemoglobin was 11 Gms., R. B. C. 
3,700,000 and she showed 40°; sickling. Her basal metabolic rate was 
plus 10°). The baby showed 50°, sickling. 
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SUMMARY 
A review of the current literature reveals only 27 cases of sickle cell 
anemia in pregnancy reported. 


Another case of sickle cell anemia is reported. 


In these 27 cases there was a total of 57 pregnancies. 
x: Sickle cell anemia in pregnancy is a very grave disease for both 
mother and baby. There was a maternal mortality of 26°, and 


infant mortality of 52°,. 
Administration of penicillin and sulfa drugs to prevent and treat sepsis 
is important. 
The treatment in addition to transfusions is a high protein diet, vitamins, 
folie acid, and thyroid extract. 
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The Sickle Cell Disease of Negroes 
Its significance for the bloods of other peoples 


Pau, M. Nevupa, M.D.* 


Sickle cell disease of the Negro (which designation includes both sickle 
cell anemia and the so-called sickle cell trait, the sickling condition without 
anemia) was not considered of ranking importance until recently although 
the number of affected Negroes in this country is of the magnitude of at 
least 1,000,000. The reasons for this attitude of the profession were mainly 
three: 

1. The recognition of an existing prejudice against this disease, since 
it is found exclusively in the Negro and is regarded as a racial disease. 

2. The fact that the greater incidence of this condition exists in the 
form of the so-called sickling trait, which is the sickling condition without 
a subsequent anemia. This “trait” however is considered merely an ab- 
normality and not a disease: the blood of a Negro with the sickling trait is 
even regarded as fit for transfusion purposes. 

3. The fact that nothing was known in sickle cell disease to warrant a 
general or even a broader interest of the profession in this disease of the 
Negro. 

Much work has been devoted by hematologists and pathologists, 
to this strange blood condition. Primarily, the red cells of Negroes 
harboring the sickling tendency, do not differ in appearance from the 
erythrocytes of whites and healthy Negroes. If however, a droplet of such 
blood is placed on a slide and covered with a cover slip, then while anoxia 
develops, the original discoid form of the cells changes shape to a crescent- 
like figure, called a sickle. Depending on the acuteness of the sickling 
tendency, greater in sickle cell anemia than in “trait,” this change takes 
place after hours or days. Many valuable details relating to the morphology 
and pathology of this change, are found in the literature. However, the 
etiology, the pathogenesis and the therapy of sickling, are not known. 

In 1945 a new approach and finding were reported.' A substance, 
which is a normal physiological component of normal feces and has never 
played any pathological role in human disease, namely’ the Blood-Group- 
Enzyme (BGE), also called the “blood-group-property-destroying-factor,””* 
was shown by Neuda to accelerate the appearance of the sickled cells in 
sickling bloods, from hours and days by the usual standard method, to some 
few minutes. This fact proposed on the one hand, a rapid method for 
diagnosing sickle cell disease, but offered on the other hand, the first foot- 
hold on a substance acting possibly as a specific in the origination of the 


*From the Laboratory for the Study of Human Blood. The Robinson Foundation, Inc., New York 
6.N.Y 
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sickling phenomenon, According to this latter view, either the BGE or a 


substance closely related to it, might be the aggressive agent contained in 
the plasma and fixing itself to sensitive red cells. This form of attack offers 


the enzymatic approach. 

Although further verification of this view is awaited, the proposal 
of the hypothesis of the enzymatic basis of the blood destructive process 
underlying the sickling condition, has led to some highly practical further 
consequences, From the beginning, the generally accepted concept that 
sickle cell disease is a racial disease of the Negro, seemed rather an un 
fortunate idea, closing the door to a broader understanding and application 
of the peculiar pathology of this condition. The introduction of new terms, 
therefore, was needed to denote the changed situation in concept. The 
red cell reaction of the Negro to the BGE, leading to the accelerated sickle 
appearance was called “red cell sensitivity’; and the blood destruetion 
itself was called “hemolysis of the sickle cell type,” denoting by this term 
the apparent (ype-character of this disease, anticipating other anemic con- 
ditions of the same type. 

This concept suggested two further tasks: 

1. To find “red cell sensitivity” (which in Negroes was the “sickling 
phenomenon”),’ in other people, and especially in Caucasians, or to rule 
it out. 

2. To make the possible role of the BOGE (or a substance closely related 
to it), and especially its origin in the blood, better understood in the general 
framework of the pathology of this disease. 

The first question has been definitely answered by a paper recently 
published. According to the findings therein reported, the idea of sickle 
cell anemia as a racial disease, can no longer be maintained. The same type 
of blood destructive process, the same red cell sensitivity to the BGE, 
though in another form, called “block-partition,” exists in Caucasians. 
And block-partition is also found in non-sickling Negroes. 

The second task requires further study of the sources of the BGE in 
the human body as to the possibility either of: a) its passing from the bowels 
into the blood stream, or b) its autochthonous formation within the blood 
stream. 

After the finding of block-partition in Caucasians and non-sickling 
Negroes, as an apparent analogue of sickle formation in the sickling Negro, 
a third example of the same type blood destruction was found, confirming 
once more the type-character of this hemolysis. It is a new figure, also 
crescent shaped, occurring in both Caucasians and Negroes, with cirrhosis 
of the liver as the prototype disease. It is described in detail elsewhere.’ 

Important information as to the character of the blood destructive 
process operative in the sickling phenomenon, came recently from Pauling 
and his associates.6 They found by means of electrophoretic studies that 
the hemoglobin in sickle cell anemia is fundamentally different from normal 
hemoglobin. They consider the cause of this abnormality to reside in a 
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moiecular change in the globin part of the hemoglobin molecule and suggest 
that other hereditary hemolytic anemias should also be examined for the 
presence of abnormal hemoglobins. 

Pauling’s suggestion that the abnormal hemoglobin of sickle cell 
anemia in various conditions and in various people without regard to race 
may also be found by the use of the electrophoretic method, in’ other 
hereditary hemolytic anemias, would seem to be further indicated by 

Neuda’s studies of BGE’s hemolytic character. 

The concept that the BGE or a substance closely related to it, might be 
the responsible pathological agent of all blood destructive processes of the 
sickle cell type, brings nearer to solution a number of highly interesting 
and practically important questions and raises others. Laboratory work 
on these questions is in continuous progress. ‘To round out this picture of a 
new type of hemolysis, of a new disease and of a new pathologic agent, some 
of the following questions occur: 

1. The assumption of the racial character of sickle cell disease, was 
from the beginning and would have remained, a serious obstacle to its 
understanding. Why should a part of mankind have a disease which another 
part in principle does not have? The fact is that the same type of hemolysis 
as found in the sickling condition of the Negro, exists in Caucasians. And 
this is only logical. Since the BGE is a normal component of the feces 
without regard to race, and also the blood group property of the red cells 
(A, B, O), upon which the BGE apparently acts, is common to all races, 
there would appear from the beginning to have been no reason for believing 
that this condition should not exist in all the people of the world. 

2. The cause of the sickling phenomenon was never known. Known by 
observation only, was the fact that anoxia would cause the red cells of the 
Negro, endowed with the sickling quality, to assume a crescent form. This 
deadlock was broken by the finding of a specific substance, BGE, which 
greatly accelerates sickling, and by the evidence that BGE does not exist 
solely in the plasma of Negroes and does not produce solely the sickling 
phenomenon.’ * The conclusion that the specific factor in the plasma com- 
bines with another specific factor in the red cells (presumably the blood- 
group substance) and the logical further assumption that the spontaneously 
sickling red cells contacted the aggressive substance, already present in the 
blood stream, would follow. 

3. A most interesting aspect of sickle cell anemia has always been the 
peculiar cell fragility connected with the sickling process. Of greater 
significance than cell fragility, however, is the presence of an aggressive 
substance in human blood. If no such substance were present in the blood, 
red cells endowed with a predisposition to sickling, could not sickle. On 
the other hand, this substance might be present in the blood without being 
met by sensitive red cells. 

4. And if such an aggressive substance were found in human blood, 
what should we do about it regarding blood transfusions? Here we 
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have a new and apparently pathologic agent in plasma, which may or may 
not combine with red cell sensitivity. When transfused, however, it might 
meet sensitive red cells. Ave we to tranfuse blood of Negroes with the 
sickling “trait,” because “trait” is generally today regarded more as an 
abnormality than as a disease? And should we not be aware of the danger 
in transfusions by a substance which in fact is blood-group-propert y-des 
troving? and might well attack, by its very property, not only red cells but 
even tissue cells? What about toxic hepatitis, for instance? These and 
similar questions demand answers. 

Sickle cell disease of the Negro was the starting point of this investiga- 
tion on a new enzymatic type of hemolysis. [t will remain a most important 
object of study on this condition. The results, however, will be of benefit 
to our knowledge of blood pathology in various conditions and in all the 
races, 

SUMMARY 


1. Sickle cell disease appears to be the first, though the best example 
of a new, probably enzymatic type of red blood cell destruction, which 
however exists also in conditions other than sickle cell disease, and is found 
in people other than Negroes. 

2. Block-partition is another example of the kind of blood destruction 
found in sickling Negroes. It occurs in Caucasians and in non-sickling 
Negroes as well. It is an apparent analogue of the sickling condition and 
not confined to race. 

3. There is evidence of still another form of this same type of blood 
destruction. 

4. The common red cell reaction on the slide, to the blood-group- 
enzyme in various hemolytic processes, suggests their inner relationship, 
and further suggests that this enzyme, or a substance of a similar nature, 
plays a prominent role in the pathology of these various conditions. 

5. The possibility of the presence of the blood-group-enzyme (or a 
similar substance) in human blood, with or without a concomitant major 
red blood cell destruction, is of paramount interest. 

6. The technique of blood transfusion should take into account the 
possible presence in bloods, of a substance, which, as its name (blood-group- 
property-destroying-factor) reveals, attacks the blood-group property. 

7. A thorough study of this enzymatic substance and of the causes of 
its appearance in blood, is indicated. 
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Fishbone Perforation of the Intestines 
A review of the literature and report of a case 


Mario A. Castatio, A.B., M.D., Se.D., F.A.C.S.* 
AND 
Basi. G. Gitetrro, M.D.** 


In reviewing the literature on fishbone perforation of the gastro- 
intestinal tract, we have been able to collect 54 cases. Undoubtedly there 
have been innumerable other cases in which the cause of perforation was not 
discovered due to the fact that the bone was inadvertently removed with 
pus or other debris at operation, or to the further migration of the bone. 
The fate of an ingested fishbone in the body depends upon several factors 
including the size, shape and consistency of the bone, as well as the con- 
tents of the digestive tract, and peristaltic activity of the bowel when the 
bone is ingested. 

Knud Faber'® contributed a study on ingested fishbones, of interest 
because it was undertaken on a group of Scandinavians, living in a country 
where fish constitutes one of the chief articles of diet, and because many of 
the subjects were inmates of an institution for the feebleminded, who are 
more likely not only to ingest such bones accidentally, but who also fre- 
quently swallow sharp objects intentionally. He found that in a large 
number of cases, innumerable fishbones pass through the gastro-intestinal 
tract causing no harm whatsoever. Occasionally, if swallowed in large 
numbers, the bones may form a mass in the cecum or rectum, giving rise 
to intestinal disturbances including obstruction, diarrhea and hemorrhage. 
The reason for the relatively innocuous course of these sharp objects is that 
the bones may be partially digested by the hydrochloric acid of the gastric 
juice. It is well known that in carniverous animals who swallow their 
victims whole, such as the boa constrictor, after the time required for diges- 
tion has elapsed no trace of any tissue of the devoured animal is to be found 
in the digestive tract except hair. All bone has disappeared. Experi- 
mentally, Faber'® demonstrated that fishbones immersed in hydrochloric 
acid of a concentration similar to that found normally in the gastric juice, 
soon became soft and transparent. He concluded that cases of perforation 
in which the bone has evidently retained its consistency even after having 
passed through the stomach must be due to diminished acidity or anacidity 
of that organ. In this event, the bone persists hard and pointed and acts 
as any other sharp pointed body. If the bone is thin and of about uniform 
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thickness throughout its length, it will then probably cause an acute per- 
foration. 

Exner’ has shown that needles in the intestine show a tendeney to 
turn the blunt end downward. Whether this applies also to pointed bones 
and other pointed objects is not known. Once in the intestine, the bone 
may be covered by or buried in the intestinal contents, which thus shield 
the intestinal wall from injury. If the intestinal content is fluid, and peris 
talsis violent, the sharp point of the bone may be forced through the wall 
of the intestine. If the bone is more than 12 em. long, it will be too long 
to execute the normal turns of the intestine without becoming lodged, or 
perforating the wall of the intestine. Even smaller bones may have a 
similar fate in the presence of adhesions or pathologie strictures or diver 
ticula of the intestine. 

Occasionally, a bone is covered with the food bolus and is passed on 
ward with it to be expelled through the natural channels. [Tt may, in 
passing, injure the mucosa with resulting inflammation or ulceration. If 
the bone is very fine and thin, it may perforate the intestine through a vers 
tiny orifice, which closes up after it, and pass on into the abdominal cavity 
or migrate into or through other organs. With the aid of the movements of 
the abdominal muscles in constant action during digestion and respiration, 
the bone may finally work its way to the surface of the skin, usually about 
the umbilicus, and leave the body by this route, as a rule through a super 
ficial abscess. In such cases there may be no trace of its passage through the 
intestinal wall, According to Jackson and Jackson'*, however, “‘fishbones 
do not generally penetrate by direet puncture but ulcerate through by 
prolonged sojourn after lodgement in one location.” They emphasize the 
fact that this takes time, which may have a lifesaving significance. 

The most common sites for lodgement of foreign bodies in the small 
intestines are the terminal ileum, Meckel’s or other diverticula, the jejunum 
and rarely in the appendix. According to Ginzburg and Beller,’ who have 
reported a series of twelve cases of perforation of the large intestines by 
non-metallic foreign bodies, including six fishbones, arrest of such bodies in 
the small intestines is rare. They describe the first effect of the foreign 
body on the mucosa as an abrasion with uleer formation. Necrosis then 
progressively involves the lavers of the intestinal wall, and they believe 
that infectious organisms from the intestine may pass through such areas 
even before definite perforation has taken place, causing local peritonitis. 
It is suggested that obscure cases of pericolitis and omentitis might be due 
to foreign bodies, which having produced such a lesion, dropped back into 
the lumen of the intestine to be eliminated with the feces. Attention is 
also drawn to the possibility of purulent thrombophlebitis developing, 
following perforation of the bowel along the mesenteric border. The 
authors also reported a case by Benda in which the fishbone was discovered 
in the superior mesenteric vein with thrombosis of the ileo-colic branch. 
According to Exner’s 9 experiments, the intestinal mucosa reacts to contact 
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with foreign bodies by a special contracting mechanism forming deep folds 
and a transitory anemia lasting for five to fifteen minutes. 

Complications that may be expected if the bone does not pass out of 
the bowel in the manner described, include enteritis, ileus, hemorrhage, 
chronic perforation with abscess formation, or acute perforation with diffuse 
peritonitis. 

Walfer and Lieblein® collected 1,184 cases of foreign bodies in the gas- 
trointestinal tract, Of 58 cases in which the foreign body consisted of bones, 
5 died. The foreign body was discovered incidentally at autopsy in 3 
cases, Abscess formation was noted in 11 cases and the foreign body was 
eliminated through the natural channels in 34 cases. In two cases, death 
was due to perforation of the intestine with resulting peritonitis, in one case 
to gastric hemorrhage, and in two cases to intestinal hemorrhage. They 
too, mention the tendency of ingested fishbones to conglomerate into tumor- 
like masses. Diagnosis of ingested fishbone is of course most difficult 
unless the patient remembers having eaten fish. Jackson'* emphasizes 
the importance of daily observation and palpation. Stools should be washed 
and passed through a sieve. In cases of sharp pointed objects, he recom- 
mends daily roentgenographic localization by anteroposterior and lateral 
roentgenography as a basis for counting days of lodgement. A long fishbone 
will jam in the turns of the duodenum, Unless lodged or perforating, a 
foreign body is likely to be passed within 72 hours after ingestion. His rule 
is to wait four days and if the foreign body has not become dislodged, he 
operates. ‘Tenderness is an indication for immediate operation. 

According to Wiélfler and Lieblein,“ ten per cent of all patients with 
foreign bodies remaining in the gastrointestinal tract die. In the present 
series of 54 cases, 14 patients died, placing the mortality rate for perforation 
of the small intestines at 25.9°;. This series included 17 cases of perforation 
of Meckel’s diverticulum by fishbones, which according to Persson® has 
a much better prognosis than perforation of this area due to any other cause 
such as diverticulitis. In the 17 cases here included there were four deaths. 

Ginzburg and Beller” have classified cases encountered surgically into 
the following groups: (1) acute peritonitis; (2) localized intra-abdominal 
abscess; (3) intra-abdominal inflammatory tumors; (4) inflammatory tumors 
of the abdominal wall; 5. abscess of the abdominal wall; and (6) inflammation 
and obstruction in a hernial sac. 

In patients with peritoneal symptoms, operation must not be delayed. 
There were nine such cases in the present series, with four deaths. In cases 
with localized intra-abdominal abscess (seven such cases in present series) 
differential diagnosis from other intra-abdominal conditions must be made. 
Ginzburg and Beller" emphasize the fact that in cases of this type, when the 
bone is found, no effort should be made to locate the site of perforation, 
because the latter will as a rule, have closed spontaneously. With tube or 
rubber dam drainage and adequate drainage of the superficial layers of the 
wourd, healing may be expected within a few weeks. With the use of the 
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sulfa drugs, penicillin, and blood transfusions, cures may be expected in a 
greater majority of cases. 

Careful differential diagnosis is required to avoid errors in treatment 
and prognosis. Such a case was described by Wagner® in which the differ- 
ential diagnosis included consideration of an ovarian tumor with twisted 
pedicle, old paratyphlitic exudate, and sarcoma of the abdominal wall. Lt 
has been emphasized that inflammatory tumors of this type are usually 
smooth and firm and frequently the mass of the tumor is formed by in- 
flamed omentum. 

Treatment will, of course, depend upon the condition produced by the 
bone. In cases of acute perforation, immediate operation is indicated to 
prevent death from diffuse peritonitis. In cases of chronic perforation with 
abscess formation the type of operation will depend upon the location of 
such an abscess. According to Persson™, when Meckel’s diverticulum is the 
site of perforation it should be resected. Gangrenous segments of the 
bowel would also require resection. 

In all reports males seem more likely to suffer from intestinal perfora- 
tion due to foreign bodies than do females, possibly owing to less careful 
eating habits. In the present series there were 37 males and 15 females, 
2 unclassified. One patient was 8 years of age. Of the remainder, three 
were from 10 to 20 vears, 8 from 20 to 30 years and 17 from 40 to 50 years, 
7 from 50 to 60 vears and 3 from 62 to 66 years of age; 15 were unclassified 
as to age. In 3 cases the preoperative diagnosis was appendicitis. Other 
conditions suspected included peritonitis, ovarian cyst, gallbladder disease, 


lvinphadenitis, pancreatitis, paratyphlitis, sarcoma of the abdominal wall 
and intestinal obstruction, carcinoma of the stomach with metastasis to 
the liver, pericholeeystic abscess and perforating neoplasm. 


Rerort or a Case 

Patient: White, C. Z. Aged 68, female, was admitted to St. Mary's 
Hospital with a diagnosis of ruptured appendix with generalized peri- 
tonitis. ‘The patient was in the hospital for a total stay of nineteen days. 
The chief complaint on admission was pain in the lower abdomen. The 
patient said that about 4:00 P. M. she developed a sudden sharp pain in 
the lower right quadrant. The pain became more severe and nausea with 
vomiting started with gradual generalized pain throughout the whole ab- 
domen, The family physician was called about 11:00 p. m. and after 
examination he said she had all the physical findings of a ruptured appendix 
with generalized peritonitis. The patient complained to the physician 
that she felt something sticking her like a needle, and localized the pain 
around the area of McBurney’s point. Not much significance was attached 
to this complaint. The family physician immediately recommended that 
she be admitted to the hospital for operation. After operation, when 
questioned, the patient definitely remembered that on the previous day 
she had ingested a fishbone. It had lodged in her throat but she was able to 
swallow it down and thought nothing more of it. The pain developed 
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almost twenty-three hours after swallowing the fishbone, This was only 
ascertained after the patient had been told that a fishbone had been re- 
moved from her intestine. 

Past medical history is of no significance except that she had thirteen 
full-term pregnancies with eleven living children. There was no unusual 
illness or operation throughout her life. Her family history was irrelevant. 

The physical findings at the time of admission were as follows: tem- 
perature 100.2, pulse 120, respirations 24, BP 145/80. A catheterized urine 
specimen was negative. CBC was as follows: Hb. 80°), RBC 4,430,000, 
WBC 15,250; polys, 79°;, lymphs, 19°;, monocytes 2). Physical 
eMdmination revealed a normal well-developed woman, who complained of 
excruciating abdominal pain. 

The following positive signs were present. The abdomen was tense, 
there was pain on palpation and tenderness throughout the whole abdominal 
area, There was definite rebound phenomena and referred pain. There 
was marked excruciating pain over McBurney’s point where the patient 
claimed that she felt a needle pinching her from the inside. 

The patient was prepared for operation and operated on one and a half 
hours after admission. She received gas and oxygen, straight ether anes- 
thesia and oxygen. After the proper preparation a right rectus incision 
was made, On opening the peritoneal cavity the entire peritoneum was 
red and a generalized spreading peritonitis was present. Exploring for 
the appendix the small bowel was encountered and found to be large and 
inflamed with a foreign body protruding. The foreign body was held with 
a forceps and the bowel opened with the cautery and the foreign body 
removed. The bowel was then closed with No. 0 chromic catgut; two rows 
of sutures were employed in the area. On opening the tissue containing the 
foreign body, it was found to be a fishbone about three centimeters long. 


(Fig. 1) 


> 


Fiounr 1 


The fishbone was found to have entered the bowel at a ninety degree 
angle, definitely perforating through and through. (Fig. 2) The appendix 
was located, localized and found to be inflamed in its outer tip. This was 
removed. 
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The patient returned to her room in fair condition. She received 
nothing by mouth for 48 hours. Wangensteen suction was emploved as soon 





Fiatune 2 


as the patient returned to her room. She was given 2500 ce. of fluids, 1500 
ce, of 5°, glucose and 1000 ce. of 5° > glucose in distilled water. The patient 
was also given 75 mg. of sodium sulfadiazine intravenously daily. Wangen- 
steen suction was employed for three days at which time the patient was 
able to retain fluids. The first 24 hours the temperature, pulse and res- 
pirations were as follows: temperature averaged about 102, pulse 112 and 
respirations 28. Seventy-two hours postoperatively the temperature was 
99, pulse 88 and respirations 24. From then on the temperature averaged 
about 99 to 100, then gradually became normal and the patient had an 
uneventful convalescence from her symptoms. She was out of bed fourteen 
days postoperatively and left the hospital on her nineteenth day in good 
condition and was referred back to her family physician. 

The patient was seen six weeks after operation. The incision had com- 
pletely healed and she was in good health. 


CONCLUSIONS 
. A case of fishbone perforation of the small intestine is reported with 54 
other cases reported in the literature. 
2. Preoperative diagnosis is often difficult and is usually made after 
laparotomy. 
. The symptomatology is very variable. 
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4. Many cases must occur other than those reported in the literature. In 
most instances the fishbone must either be digested or pass through the 


alimentary tract without symptoms. 


We wish to thank Dr. Frank McCauley for permission to use the data on 
the case reported and Dr. John M. Stack for his perusal of some of the litera- 


ture for the authors. 
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Plastic Surgery Psychology 


Caritton Dereverer, M.D. 


“You have done more for me in an hour,” said the veteran, “than all 
the psychoanalysts could do for me in a life time.” 


Figure 1 illustrates a most striking case of what can be done to the 
face through a simple vermilion border incision. A good rule to insure 
lateral equality in cutting the skin is to first make the incision at a certain 
distance from a landmark. This is done by spearing the skin with a bayonet 
blade at critical points and then connecting them into one incision. 


Fiourr 1 


Figure 2 is a diagram of this feature. Figure 3 shows method of strip- 
ping skin with the blade “up” as taught to his pupils by the illustrious 
Charles H. Mayo. 

Figure 4 shows two middle stitches of 4-0 chromic catgut about a 
third of a centimeter deep on atraumatic needle, for the purpose of double- 
thickening the upper lip, and increased exposure of lower lip. 

Figure 5 shows the completion of 5-0 plain atraumatic interrupted 


suturing. 
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This patient became a bridge tender because of complexes about facing 
the public. When he came to the office a week later when the “after” 
snapshot was taken (Polaroid equipment), he said, “At a lunch counter a 


girl actually spoke to me.” He now has the fortitude to seek employment 


commensurate with his ability. 


In addition to thickening the lip and increasing the visible vermilion 
surface this operation tends to improve appearances by lifting the corners 


of the mouth and lessening heavy smile lines. 
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Treatment of Obesity 


S. C. Scumipt, M.D. 


Obesity, one of the most common metabolic irregularities, estimated to 
be present in 1 out of every 5 adults in the United States,' is defined as an 
exaggeration of the normal process of fat storage. Persons who are 20°, 
above normal, or average, weight, based on sex, age, height and bone 
structure (small, medium or large), are considered by American life 
insurance companies as being overweight. MeLester® states than an excess 
of 25°, over the individual normal definitely constitutes obesity. 


PatnoLtocic Conpitions AssociaTep with Opesity 

The statisties of life insurance companies prove that obesity tends to 
shorten the life span, and many investigators have observed pathologic 
conditions associated with excessive weight. Danowski and Winkler* 
observed an unusually high incidence of varicose veins, diseases of the 
joints (mostly of the knees and ankles) and hypertensive cardiovascular 
disease in obese persons. According to Preble‘ the mortality rate from 
cardiovascular diseases is two and one-half times greater in overweight 


persons as in those of normal weight. There have been noted in obese 
patients a tendency toward the development of diabetes mellitus and a 
predisposition to gallbladder disease, gout and chronic bronchitis. Obesity 
constitutes an additional risk in surgery. 


CLASSIFICATION AND CAUSATION 
In accordance with Beardwood’s® differentiation of types, obesity may 


be classified as follows: 


1. Exogenous (due to hyperalimentation) 


2. Endogenous 
a. Endocrinopathic origin (dysfunction of the pituitary, adrenals or 
gonads) 
b. Nervous origin (due to injury or disease of the diencephalon) 
c. Hydrolipomatous (defect in salt-water metabolism, but not “true 
obesity”) 


Conceptions of various authors with respect to the causes of obesity 
vary widely. While some*’ attribute all cases of obesity to overeating, others 
stress psychosomatic**"’ or heredofamilial" factors. It has been stated" 
that, while overweight is impossible without excessive caloric intake, over- 
eating is often not the primary cause of the condition but a result of other 
factors. 
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Dietary TREATMENT 


Whatever the contributing factor, obesity could not be present without 
excessive ingestion of food, either absolute or relative. It follows, therefore, 
that successful treatment of obesity can be achieved only with dietary 
restriction, 

Effective management of obesity depends on the solution of several 


therapeutic problems: 


Appropriate reduction diets 

a. Low caloric 

b. High protein 

c. Low carbohydrate 

d. Low fat 

e. Low salt 

f. Large bulk diets, supplemented with vitamins or iron-liver prepara- 
tions if required 

Maintenance of the patient's will to adhere to the diet 

a. Psychotherapy (encouragement) 

b. Medication (anorexigenic preparations) 

Correction of endocrinopathie disorders (mostly hypothyroidism and 

hypogonadism) 


Reducing diets, with respect to caloric values, should be adjusted to 
individual requirements. Patients with sedentary occupations require 
fewer calories than those who do hard manual labor. For either group, 
the caloric intake should be well below the output. Most reducing diets 
permit between 600 and 1,500 calories a day. Wohl" allows an intake of 
about 20 calories daily for each kilogram of ideal body weight, while Me- 
Lester’ limits the daily ration to 30°, to 50°) below the calculated main- 
tenance figure. 

The therapeutic objective of reducing diets consists in eliminating by 
oxidation excessive body fat while protecting the body proteins. Main- 
tenance of the nitrogen equilibrium is therefore of paramount importance. 
Proteins not only possess a high specific dynamic action but are, according 
to Bauer" more easily oxidized than carbohydrates. It follows that re- 
ducing diets must be high protein diets. MeLester? recommends 1.5 to 
1.7 Gm. of proteins per kilogram of calculated ideal body weight. Lean 
meat, fish, eggs, milk and cheese provide excellent sources of proteins of 
high biologic value. 

In order to preserve the nitrogen balance, at least 50°) of the energy 
provided by the diet should be supplied by carbohydrates. A level of about 
0.75 to 1.5 Gm. of carbohydrates for each gram of protein, preferably in 
the form of fruits and vegetables, is necessary to insure an acid-base equi- 
librium, to avoid the dehydration of acidosis or the hydrophilic tendencies 
of the tissues in alkalosis. According to Bauer,'* the diet should contain 
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not more than 85 Gm. of carbohydrates daily. The fat level in reducing 
diets should be very low; 20 to 30 Gm. of fat meet all biologic requirements 
and insure full utilization of fat-soluble vitamins. 

Many cases of obesity are complicated by defective salt-water metab- 
Restriction of sodium chloride 


olism, with consequent retention of water. 
Bauer"! recommends re- 


intake is therefore suggested by many writers. 
duction of salt intake to 2 to 3 Gm. a day, which counteracts the tendency 
in obese persons toward storage of abnormal amounts of water in cutaneous 
and subcutaneous connective tissue. 

To alleviate the feeling of hunger so common with restrictive diets, 
as well as to minimize cg#stipation, reducing diets should contain a max- 
imum of bulk, provided Dy green vegetables and fruits.’ Their content of 
mineral salts and vitamins may be supplemented with polyvalent vitamins 
and, in cases of secondary anemia, with iron-liver preparations. 

The best selected diet, however, will fail to produce results as long as 
the patient is unwilling, or lacks the determination, to adhere to it. Many 
patients are reluctant to diet because of their fear of ensuing weakness or 
other detrimental effects. Others do not have the will power necessary to 
override the gnawing sensation of hunger which so often accompanies 
restricted diets or to overcome the temptation offered by the sight or smell 
of food. Explanation and education by the physician are helpful, and en- 
couragement and proper psychotherapeutic approach often bear fruit. 
However, in the majority of obese patients, the response to psychothera- 
peutic efforts alone is poor—the spirit only is willing, while the flesh re- 
mains weak. 

Apsuvant THeRAPY 

Anorexigenic Drugs — These patients, in the opinion of many well 
qualified authorities, should be granted the benefit of a “eruteh,” in’ the 
form of anorexigenic drugs, in conjunction with a restricted diet. Chem- 
ically, most accepted appetite depressants are aminopropanes. Their 
pharmacologic action causes: a) a depressing effect on gastric motility due 
to hunger (relaxation of the stomach and increase in the tone of the py- 
lorus)", b) a stimulating effect on the central nervous system and c) a 
temporary rise in the metabolic rate.'’ Most aminopropanes begin to 
produce these effects in twenty minutes to one hour after oral administra- 
tion, lasting six to twelve hours. In a few cases the duration has been up 
to thirty-six hours. In therapeutic doses, aminopropanes may affect the 
blood pressure, pulse rate and respiratory rate; however, the changes, if 
they occur at all, are only slight and temporary. 

The delay in emptying time of the stomach causes a sensation of fullness 
after ingestion of moderate amounts of food; it reduces the feeling of hunger 
and eliminates the craving for food, thus enabling the patient to adhere to 
a restricted diet without feelings of self-sacrifice and self-pity. Gradually 
the stomach adjusts itself to the limited charge; it shrinks, and the patient 
may remain free from hunger sensation on a limited diet even after anorex- 
igenic medication has been discontinued. 
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The stimulating effect of anorexigenic compounds on the nervous 
system itself in elevation of mood, a sense of increased efficiency and in- 
tensification of the urge to work. Fatigue is decreased and sleepiness is 
counteracted. 

These reactions are of real benefit to the obese patient inasmuch as 
they combat the let-down feeling frequently experienced in reducing reg- 
imens. Furthermore, they help maintain full working capacity and fortify 
the patient’s determination to adhere to the restrictive diet. 

Side Effects—The most commonly encountered side effects from 
treatment with aminopropanes are dryness of the mouth and constipation, 
the latter as the result of the relaxing effect of the aminopropanes on the 
bowel, Insomnia has been observed in some cases when the drug was given 
too late in the afternoon, There have been some reports of mild tachy- 
cardia, hypertension and elevation of the metabolic rate after administra- 


tion of single large doses. However, this tendeney decreased appreciably 


when the drug was given continuously,'* and some observers have stressed 
the fact that a decrease in blood pressure followed the reduction in weight."" 
Some patients exhibited a sense of exhilaration for a few days, and some 
hypersensitive patients reported a sensation of apprehension, depression or 


exhaustion. There have also been some complaints of headache, dizziness, 
halitosis, burning in the throat and heartburn. Nausea and vomiting have 
been reported as toxic reactions in hypersensitive patients or after excessive 
doses of anorexigenic compounds, These reactions could be controlled 
efficiently by decrease in dosage. 

Contraindications— Contraindications for treatment) with aminopro 
panes are relatively few. The drugs are definitely contraindicated in 
persons with hypersensitivity to ephedrine-like drugs; they should not be 
given to patients suffering from insomnia, pronounced excitability and ex- 
cessive restlessness. Marked coronary impairment and conditions in 
which vasoconstrictors may not be used are also contraindicants. In cases 
of advanced hypertension or cardiovascular disease, great caution in treat- 
ment with aminopropanes should be exercised. Few cases of habituation to 
anorexigenic drugs have been reported®®; nevertheless, the possibility, how- 
ever remote, should be borne in mind. 

Thyroid Therapy A considerable number of obese patients show signs 
of hypothyroidism. However, a low basal metabolic rate alone does not 
always indicate a thyroid deficiency; metabolic rates as low as 20°, have 
been reported in normal persons. Cautious thyroid medication, starting 
with small doses, will bring the basal metabolic rate to a normal level. It 
has been clinically demonstrated that small amounts of thyroid can be 
given many obese patients with normal metabolism, with good reducing 
effect and without harmful side action. The diuretic action of thyroid has 
a definite bearing on water retention in obese patients. Close medical 
supervision in all cases of thyroid medication is absolutely essential, and 
the patient should be kept on a restricted diet. 
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Compounps INVESTIGATED 


As mentioned previously, most anorexigenic drugs are aminopropanes. 
The first compound extensively investigated was amphetamine sulfate. 
It has a long record of efficiency and low toxicity. The average dosage is 
5 to 15 mg. given three times a day, one-half to one hour before meals. The 
dosage should be individually adjusted, and the preparation should not be 
given later than 4 p. m., because of possible interference with sleep. 

An improvement in efficiency over the original amphetamine was found 
in its dextro-rotary isomer, d-amphetamine sulfate. It is administered in 
doses of 5 to 7.5 mg., three times a day, one-half to one hour before meals; 
its increased efficiency allows a decrease in dosage to about one-half of 
amphetamine sulfate. 

Recently there have been some newer developments in aminopropane 
derivatives. Their anorexigenic effect is somewhat weaker; their inter- 
ference with sleep, however, is less pronounced. The most important of 
them is p-methyl-amphetamine (d/-1 p-methyl-phenyl) 2-aminopropane. 
Its main advantage over other aminopropanes is that it does not interfere 
with sleep; it can therefore be taken as late as 9 p.m. Its anorexigenic 
effect, however, is far inferior to that of the other amphetamines. It has 
been administered safely in large doses; one author suggests administration 
of 10 to 15 mg. of d-amphetamine at 10 a. m., and 40 mg. of p-methy!- 
amphetamine at 4 p. m. and at 8 p. m. 

Another anorexigenic drug closely related to the amphetamines is 
methamphetamine (desoxyephedrine) hydrochloride. The pharmacologic 
action and uses are the same as those of the amphetamines. Its central 
stimulating effect is somewhat greater, while the circulatory action is 
slightly less than that of the amphetamines. The average dose is 3 to 6 mg. 
daily ; it should not be given less than four hours before bedtime. 

In those cases in which endocrine disorders are the basic cause of 
obesity, correction of the glandular dysfunction should be attempted. In 
hypogonadism, treatment with gonadotropins or gonadal hormones may 
produce results. 


Lakopie*—A New Repucinc Compounp 


The trend in recent years has been in favor of combining the anorex- 
igenic action of amphetamine drugs or amphetamine-like substances with 
the calorigenic and diuretic action of thyroid. Most of these reducing com- 
pounds contain varying amounts of phenobarbital to counteract such un- 
desirable side effects as increased nervousness, hyperirritability and in- 
somnia. These appetite-depressing compounds are designed as adjuncts to 
restrictive diets. 

One of the newer reducing compoupds is Lakobie. It has been under 


*Pharmaceutical Distributors, Inc., Chicago, I). 
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clinical investigation for some time, and its dosage, mode of administration, 
efficacy, effect on blood pressure and pulse rate and its side effects and 
toxicity have been extensively studied in 75 unselected cases. Lakobie 
contains amphetamine hydrochloride, thyroid and phenobarbital, in three 
different combinations: 


Lakobie 15- Amphetamine hydrochloride 5 mg. 
Thyroid $0 my. 
Phenobarbital mg. 

Lakobie 10— Amphetamine hydrochloride mig. 
Thyroid 30 mg. 
Phenobarbital my. 

Lakobie 5 Amphetamine hydrochloride mg. 
Thyroid $0 mg 
Phenobarbital 5 mg. 


These combinations are the result of two vears of investigation. Dur 
ing the pharmacologic and clinical studies it became obvious that several 
objections to the reducing formulas could be raised with respect to the 
amount of amphetamine hydrochloride in the more potent compounds 
(Lakobie 15 and Lakobie 10) as well as to the content of thyroid (30 mg.), 
in all three preparations. 

In a discussion of the aforementioned objections, it should be stated 
emphatically that all patients treated with potent drugs like amphetamine 
and thyroid should be under the close and constant supervision of a phys- 
ician. The modus of administration and the dosage can thus be regulated 
to suit the individual needs, and any harmful side effects can be avoided. 

Amphetamine Content: 'Toxie reactions to amphetamine are extremely 
rare; in most of the cases in which such reactions have occurred, over-dosage 
has been the cause. Long clinical experiences documented by numerous 
authors have clearly demonstrated that amphetamines, even in large doses, 
can be given safely and for prolonged periods. Among writers who have re- 
ported prolonged use of amphetamine (amphetamine sulfate) in large 
doses are Harper (30 to 40 mg. daily),*) Myerson (30 to 50 mg. daily), 
Mathews (90 mg. daily)® and Hahne (100 to 240 mg. daily).“ Bakst* 
gave 15 to 30 mg. daily for nine years; Ulrich” gave 20 to 40 mg. daily for 
two years; Myerson” administered 60 mg. daily for fourteen months; 
Bloomberg** prescribed 70 mg. daily for more than two and one-half vears; 
Gorell?* gave 80 to 110 mg. daily for two vears; Korns*® reported daily 
doses of 80 to 150 mg. for one year and again 150 mg. for six months, and 
Shorvon" gave 125 to 150 mg. daily for more than four years. Compared 
with the daily amount of amphetamine administered over long periods by 
the authors listed, the amphetamine content of Lakobie capsules, varying 
from 5 to 15 mg. in the different formulas, does not seem excessive, and a 
recommended daily dose of 15 to 45 mg. of amphetamine hydrochloride 
appears to be well within safe limits. 
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Thyroid Content: The opinions of authors are not uniform with respect 
to the use of thyroid in the treatment of obesity. While some,”: ®: “ con- 
clude that thyroid should be employed only when the diagnosis of hypo- 
thyroidism has been definitely established, others® state that in cases of 
uncomplicated obesity, when diet alone does not produce the desired results, 
thyroid can be employed safely, provided that the patient remains under 
close medical supervision. The average dose given by Bayer and Gray 
was 1!» grains (about 100 mg.) of thyroid daily. Bethea” stated, “In 
obesity, thyroid has a field of usefulness even in the presence of active 
mentality and normal basal metabolic reading.” In doubtful cases the 
best indication for thyroid therapy is the symptomatic response to thyroid 
medication,*””. *."* Goldzieher** administered thyroid in obesity due to a 
pituitary disorder in addition to pituitary preparations. 

Phenobarbital Content: The addition of phenobarbital to the Lakobie 
formulas serves a dual purpose: it counteracts any overstimulating effect 
due to the combined action of amphetamine hydrochloride and thyroid, 
and it minimizes or prevents insomnia. It may be added that with pro- 
tracted medication with amphetamine the euphoria and waking effects 
decrease, because of the cumulative need for rest. 

Although the constipating effects of prolonged amphetamine medica- 
tion were kept in mind, a laxative was not included in the Lakobie formulas. 
This deliberate omission was based on the fact that individual costive re- 


actions to amphetamines vary considerably and can be minimized by a 
properly selected bulky diet. Furthermore, the need for a laxative and its 
dosage should be left to the judgment of the attending physician. 


Srupies AND Resuits or Treatment with Lakosie 

Thus far, 100 unselected obese patients have been treated with Lakobie 
formulas, 65 of them with the most potent formula, Lakobie 15, twenty with 
Lakobie 10 and fifteen with Lakobie 5. In all cases the loss of weight, the 
blood pressure and the pulse rate have been checked carefully and the 
results recorded. The ages of the patients varied from 15 to 67 years and 
their weights from 142 pounds (64 Kg.) to 287!) pounds (130 Kg.). Weight 
reduction was obtained in all cases, the degree depending on the individual 
reaction to the drug and cooperation with respect to diet. Weight losses 
ranged from 10 pounds (4.5 Kg.) to 50 pounds (23 Kg.). Treatment time 
was extended in some cases to more than nine months. The initial loss of 
weight in some cases was rather dramatic; some patients lost as much as 
10 pounds the first week, 1 patient lost 26 pounds (12 Kg.) in two weeks, 
another lost 26 pounds in five weeks and a third lost 26 pounds in ten weeks. 
It took one patient three months to lose $4 pounds (15 Kg.). The patient 
who lost 50 pounds was treated for nine months. Generally the attempted 
average weekly reduction was 2!» to 3 pounds (about 1 to 1.5 Kg.). 

The blood pressure in the majority of the treated patients was normal 
at the commencement of the reducing therapy, while in.a number of cases 
systolic elevations of blood pressure to 180 were observed and one patient 
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had a reading of 200 systolic and 140 diastolic before treatment was started. 
(Riva-Rocei’s sphygmomanometer was used in all tests.) In this latter 
case the reaction to the drug was studied with special care; the patient's 
blood pressure was reduced to 160 systolic and 100 diastolic within three 
weeks, during which time her weight decreased 15 pounds (7 Kg.). The 
reduction of blood pressure in slightly hypertensive patients during treat- 
Elevations in blood pressure during 


ment was a common occurrence. 
Elevations of 10 to 20 mm. of mercury 


treatment were rare and transient. 
were observed in some cases; however, the blood pressure returned to normal 


or close to normal during continued medication. One patient showed an 
elevation of blood pressure from 160 systolic and 100 diastolic to 200 sys- 
tolic and 130 diastolic about three hours after she had, in error, taken 3 
capsules of Lakobie 15 (45 mg. of amphetamine hydrochloride) in a single 
dose. Her blood pressure was checked the two following days and found to 
be 150 systolic and 90 diastolic; treatment had continued during this 
period. 
The pulse rate in the majority of the patients remained normal, varying 
from 70 to 80 per minute. In some cases the pulse rate increased to 85 to 
90 per minute and remained at this level for some time. Increases in pulse 
rate to around 100 were rare, and pronounced tachyeardia was not observed 
in any case. 

Undesirable side effects during treatment with Lakobie formulas were 
few. The most commonly encountered side effect was dryness of the mouth, 
which the patient could counteract by chewing gum. Constipation oc- 
curred in a number of cases and was corrected by diet and with laxatives 
(Glysennid, cascara or aloin). Some patients complained of slight dizziness 
and mild insomnia; these symptoms became milder and finally disappeared 
with continued medication. Medication was discontinued in only 2 patients; 
one was a patient who exhibited extreme hyperexcitability, and the other 
was hypersensitive to amphetamine, with resultant dizziness. 

The amount of Lakobie prescribed per day in no case exceeded 3 
capsules of the most potent formula (45 mg. of amphetamine hydrochloride), 
At the beginning of the study, 1 capsule was generally given one hour 
before breakfast and one hour before lunch; the third capsule was given not 
later than 4 p. m., to prevent interference with sleep. In the course of the 
investigation the eating habits of the patients were studied closely, and it 
was found that most patients had no difficulty in limiting or eliminating 
completely the caloric intake at breakfast. Therefore, the medication 
before breakfast was omitted in those cases. The dosage was then adjusted 
to obtain the highest anorexigenic effect at the time when the most intense 
hunger sensation usually occurred. It was found that many patients re- 
acted satisfactorily when Lakobie was given one hour before lunch and at 
4p.m. In cases in which some tolerance to Lakobie developed, treatment 
was interrupted for ten to fourteen days, after which medication was re- 


sumed with good results. 
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SUMMARY AND CONCLUSIONS 


1. Obesity is caused by overeating in the vast majority of cases. 

2. Obesity is a danger to health and longevity. 

3. Efficient reduction in weight cannot be achieved without restric- 
tive diet. 

4. Anorexigenic compounds have a definite place in the treatment of 
obesity in conjunction with reducing diets. 

5. Lakobie formulas have been thoroughly investigated and have been 
found valuable and safe adjuncts to restrictive diets in the treatment of 
obesity. 
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